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^Al 0^*9 10 mg~~100 g^D - V 1 ~ 3 <D^1* tifrmM^ ? o 
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[0 0 0 1 ] 
[0 0 0 2 ] 

gLftft&bzis^xmt&K) • <bW®x V ]s < ta *) , cioffix h U7<dT, & 

W^tM, oTva A^±iSn Ltv^o 1999^0ff&#!£#fl2EWF3fcffifc £ * 15-65^0 
J§3c4000A***$. Lfcft#<0&3*fiaEiKf*K J: tU£\ 2» • <b a* A<?>«! 

£-(4&j 6 «t?* «3 . * tz 3 Afc 1 Ati 6 T ft Vk±M < frVk *) aS"t-«tt»*&^**B* ^ 
tv^rh ^fijgg L (##It» 1 ) > tftM^-is J: tf*tfcfc#£ISS?£tf* 1 

[0 0 0 3 ] 

[#I^m 1 ] #*2002-518321 

[#fMl] g^<7)#^, 204(5), p.381-386 (2003) 
mm^m2] Lancet, 340, p. 507-510 (1992) 

[*«MH\fclR 3 ] Biochimica et Biophisica Acta, 1453, p. 135-140 (1999) 

LiHtS M] 
[0 0 0 4] 

[»ja £ a a ^¥^] 

[0 0 0 5 ] 

[ 1 ] D - V 7 £ <£%rt & 7 ^l&M&i&Mffl o 

[2] d-omm^, mx<Di&r, mum, mxjj, m*jje>&T, 

4^i±itfif5c5*T?** [i] mwKDioMmft&wWo 

a [1] tfzli [2] |Ett©-9 0«jE*t3fc##Jo 

[4] )£A1 HS 1910 mg~100 g©D- V [1] ~ [3] OV*-f*L 

[5] v^*V*A:BU T^/^i^/J^li^^-f^^^^^ttS [1] 
~ [4] ©V>T ^^I2«^do«^«^j 0 

[6] r^/^r/Kvn^'jA* v v&zzbfc^-rz, [i] ~ [4] 

fcHaE# 2005-3036691 



#JH 2004-287677 ^- : 2/ 

[ 8 ] D - V ** - x * s -5 & a a e>fo&& o 
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#3&IK tc is v> r s D-^f-XCIiD-'J*-^ <7)!f2g#;j3 «£ ^£#1*1 "CD — U X 
[0 0 0 7] 

[0 0 0 8] 
[0 0 0 9 ] 

£ v ? * v * A i&^m$k.&& t L T tt s M x. ii\ Tiaifc^p^ <b tt s 0 
(2) % 3tt^-c/y»3H : £*7&*v*fc, §otv^f 

(4) SSI : /M, v^ifAS, x.Afc^ , £3*5\ 

(5) fc4HS: ff U L5>-t, v>fc>U ^oib\ *36**»v>, &$«5, $ £*x. 
, £d.£U {ifcTtf ? v^ Uoi^, £t^\ 3&»H, 

(6) tfcAttA£ : 4^ B> 

(7) : ^f'L. ii o P?L, T-f^^V-A, B^II^fL. f- - 
(9) %<D^M : LV^/itj-^ 
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(13)-?-<7>ft& I Knv^f b 

7°i)>, -5^3 31^- K ^77, 7 7 7iK K-T^y, ^y^-, ^--^r 
A:iil*J, fete, ?f#s *><fe, *r^^s<bUgO^SS.^«Sia^. ^ A,XL^cd^»p* 

[0 0 10] 
[0011] 

, u4 *s>)4$*ma-t&z. t buz lv^o »aiaitt-W^*finx.4 

, tf^5>D», e^^ESM, -n-^yg^ -nf>t7?F> ^^fr>t, 

n yl£, ^^n;77KA Ovh-^K yy f-^AJrt-nf^-h, •> 

[0 0 12] 

, ft 10 mg~*5jl00 g, 0f L < {±1^30 mg~^5 g, $ h Kfct L < (i&lOO mg-1^500 mg 
[0 0 13] 

, 1^2 mg~^500 mg, U* t < I±jfe5 mg~^7200 mg, ^ <b 4 L < tii^JlO mg~lt;100 m 

, M&Ste H •J**** 1 , — JftW^iiN o 7 5^»tltLT^AlB*fc^ I<J2 mg~ 
^500 mg, ffi L < ti^5 mg~|?j200 mg, £ Kfff L < fijfelO mg~^jl00 mg^^tf 
e>^, 1 0— 0*>av>t±^-*L£l±t?SJ#$*L4o 
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feiMffcJ: IJMfc&a*. -ttWCtt, TJ^-^Mfc LTj£AlB*fc "9. #&2 mg 
~^500 mg, $?iL< mg~&j200 mg, t L< J±$JlO mg~&100 mg^d*3* 

[0 0 14] 

7(6), p. 383-391 (1985)), Hr ^ feT >HI5fr|g:#ffiJtStlitK (Japan. J.Pharmaco 
1.53,p451-461(1990)), 0|£#i*(J. Am. Pharm. Ass., 46, p. 208-209 (1957); 0 mW 
It, 104, p. 39-49 (1994)), HSft(Courvoisier, S. et. al. In " Psychotropic drugs 
" ed. By Garattini, S. and Ghetti, V., p. 373, Elsevier, Amsterdam, ( 1957) ), W: 
TKM^nm^ V UX^ft^r^im^ 204(5), p362-364(2003))^W bfi 

%) o 

mmm] 

[0 0 15] 
[0 0 16] 

mm 1 

»Uj%{±5»^ddY^,Jltt-7^^ (0^^^;i/~>-) Srl^co £ 10EJ3 Wc 0 «J 
W±, -fJA*f-y ?2tMWr- ^(26X43X16 cm; V7l)C20Ef M*S2 

3±2°C, ffl*tiE£30~80*. 12B^F^PS0^(6:3O~18:3O)(7)|S|WS^i3V>-C, ^(CRF-l, 

Sttfeli, TD- V ^"-X 30 mg/kg^PJ , TD-U 100 mgAg^^J , T 

D -ij^-_^ 300 mg/kg^f^J *3J:tf r^yfn-^J co 4 SMi J: «9 fro fcojf&frfr 

rD _ jje-^ 30 mg/kg$£#^J , rD — V tf- * 100 mg/kg&-^J £ 4 TD - U 
# - 7, 300 mg/kg$£-^-f£J 54 * tL-F^kgW £ 7c <9 D - V * * &#fr JB tK 

W$*7t7Xv#vt^, r^>>n-;v^J ^ii&ltJl7}c£, v>Ttt£ 10 mL/kgO^-ft-e^ 

fc»±^JH-ffl*fi:#tr^l5«-HI, § <b CSH^ft^ l ^fH^^55-K02HI. Porsorttf) 
(Nature, 166, p. 730-732 (1977)) Pillllt^lilLfco 1" St^tf? 'J # 

m^^->'J >^-(I*I#10 cm, ^£25 cm) tc25°CC07X*Aa, JfEW^fclO c 
mOfi « ^TKM *&t>^fz RflgfUTMftf) * T?^ * * £ -£> 20 g <757jcy»OMiH# Pel 

«**01Cito 300 mg/kg®#^-ei±teSi,0t^co«ftfeM^^tL, D-V 
[0 0 17] 

Vfr^ jjffl^&fig H" & D - U - * 7 * ^ 9 3r >Ef -7 ^ * A # U A <P# ffl 

kitt!)tJ{45®«#OddYmti'l*^*>^ (H$xxx;v->-) *l#£o # lOEfflv*, 3dt 
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mitm cst&T-e#ow vtz a mm, td - v ioo m g /k g ^#^j . rr 

3?yM-?tf7{^s^ V -7 A (7^7f>SMg-K) 50 mg/kg&4-^_K TD-'J 
100 mg/kg+7^^°7^>iMg • K 50 mg/kgi£4-SU & £ tf ^ > 

j^t^-t44i:M:ffofc„ TD-V*-^ 100 mg/kg^^J . r7X/^^>iM 
g • K 50 mg/kg^S^J iJitr rD-V#-^ 100 mgAg+7X^7^>tM g • K 50 
mg/kg&#f£J i:i^WMg«I/: *9 SS»<9D - V & «£ ^7^^7^>tM 

10 mL/kg^#fi^?MiJ^^i 0 10 1 mr^Wi&n&^-Lfzo 
[mmm] _ ____ 

[SOWS*] 

&m&&*m2 KTji-fo D-V^-* 100 mg/kg 7^^7^7§Mg • K 50 mg/kg 
0^^^tL^^a^^{±»B#^^f^#^S:l?$^^o/i^ D 100 mg/kg 
t7^'7^7tMg • K 50 mg/kg<D&m&^M$mm^M%&mmi® bi-i, _T 
7,;-?7^>SMg • K^wr* A&^D- V ^-x<75 -9 oiiMW^IfC 

[0 0 18] 

H»J 3 

1 t |W] Dm^TtMSlW L/co SOfeS? fD-V^-X 30 mg/kgg^J > TD - V 

100 mg/kg^^J , rD - V **- X 300 mg/kgi£^gfU £ O't > h n - ;v 

^-C^— t * £ ± a \z.ft o 7Co TD - V ^S4iJ 03#Ht±. Zftrtikg 

^(±i±Mffl7X^. v^-rtL^ 10 mL/k g o#*-e3Mue^^0nfi:^-L7Co \y^^^>mfti& 

#M^KH(±Wachtel<7)^fe (Neuropharmacology, 22(3), p. 267-272 (1983)) 

LTtii^o -r*^*.. &^<D^**\zmmmiztz\*&Mmim^%m~, 

y ^->; 3-;i/7fc^i&"e^«¥^-*^^-b^tf ^ 1 m e Ag^ffl* (§1:10 mL/k 

g ) t^t^l, jggtt-cD-u ^xwaiiti tzitmim&zmn&^hfz^ 

%®$7^i±^ltffl7X^co 1 , 2, 4, 6 43 £X?8m$^Z&^yx<DUMi%L*mfeLtz 

0 v%.fr^y$m., Mi^K^ii^ptuio-.oo^^^FtfrnioocofHi^tTo^o 

?M^*ti^-#W^±^aR^^b7to ^K^**^f±> Bonferroni/DunnMO 

'^1^*^1113 ^75i~o D-'j 30 mg/kgt?i±^^^ V^;V ^ >ff 

^^i^^&^ofck^tfX 100, 300 mg/kg^ii, &#4~60# r«^WC, 

[0 0 19] 

v ± ;v tf >Mglii&i&MMMit £ a & D ~ U ^ r x ^ T * ^ £ ^Mz £ a A * ^ 
g A <p&M \z£Z>n oijEMta^ ' 

1 fc |W| tt^Ttif L/:o tU, rD - U 4?-^ 100 mg/kg^^J > TD - 
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'Jsj?-* 100 igAg+7X^7^>tMg • K 50 mg/kg$£-^J , & «b XfK ho 
- U * is «£ T X ?^|Mg • K & viltffl7jc^v#S T 

iUSIS*ti^^TO{l±^ ilit^ L fc D ^O^it^ii. Bonferroni/Dunn^<7) 

illi|g*^H4 ic^-t 0 D-U^-^coi00 mgAgW^-^P"e{±, 4 B$ra&*3 ± 0* 
S#6^fIS3^1* # v^T V-tr ;i/ tf >|f |&te#?U^M LT^^tefr^li^^:^ itfc 0 
— ?j\ D-V^-X100 mg/kg tTX/^^V iijtMg • K 50 mg/kgO#ffl$£-^?f (i\ $£4-4 

u#r^ &#6b# ^» «t 0*^-%- 8 mm^Kis^xmM^i&m^mnM^nm b *u t 

• $ * S flUB «r -T S i i: 3ft*W * o o 

[0 0 2 0 ] 
HJfcffl 5 

jjcjfl WMMMM£ lilt* ^M^l 

o «i:U, TD- 1 ;*'-^ 300 mg/kg/Bi£##J . TD-U^-X 1000 mg/kg/ 

Hs^ffj , &<btn- r^>hn-;v^j <D3wzmitz 0 rD-u#-^a^fPj ^2 

?y YmfrM^Mffim i %Um±m*<D3j& (E^fc*P*,204(5),p362-364(2003)) \z 
mWkLXmtLtzo i" Mi23±lTX **ftl.5m<Z);fc* AftifcfflW* 
-yC5HIBIif U D-V sJ*-*»:#iE<&lH* (300 mgAgiS <t IflLOOO mg/kg 

) £<?-*L-r*L2® (150 mg/kg i3 =fc 0^500 mg/kg) 10B# 1 15BfK5B IW**lgPS-¥ 

*ftflfS*fc7 7 h 25±2°C, 7X^50cmCD T * V ;VMRMM7X« (I*tfl25cm 
, S5£60cm) ^lEi*o^ac$^ ^^ffi^^^lO#m_t#^7jc^-r^»tT'O0#K^MS 

Bonferroni /DunnMO^*Jt«t«t36fe«r^V^ «7K*^5% Ltt£ L/io 

tfcBMg**:® 5 ^75i- 0 D- V ^-^co300mg/kg-eii^^^K:^^^:t±^6tL^^o 
D- V #'-^1000 mg/kgi£##^«B#R5}±n > > n — D £j70% 

[0 0 2 1 ] 

Jfetfcfli 1 

t * Hffl^&Sg £ & a £ d ~ 12 lg= * ^ ^ ;v 3 = x 00 2 glillM^MjWKMll 

»S!lt;«5»<7)ddY^*i14^^^ (0*x7x;vy-) § 10EJ£v>7Co ^ 

aM^B «5ffl#»W-ei?)4v' £ a Kf^tf Lfco tt^fi^M^J 1 t ft CSJ|Tt-if 
L ^ o ftMfeS L"C, rD - V Jj?- ^ 100 mg/kg&^-^J , rD - U 7, 300 mg/kg^ 
4ffJ , Xy^-a-T, 300 mg/kgS#^j > tkhXf\' \ > h u - ;V^J ©4t?:l(t^ 
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#*T?a6«Hlfi«HwiaiHjga«Pt9:#Lfeo ttl£i±^ mmmi fcHCPorsort©:frffi (Nature, 
166, p. 730-732 (1977)) HiffiLt^ffiL/Co 

[WI] . ^ A 

B£«^^*f^> Bonferroni /DunnH^#mJfc^ife^*ffl^^ ^T5fcfc**5% i: LTfc 

l^ltfe*^HI6 l'^1"o D-V *K-*W:100 mg/kg is J: 300 ng/kgTSai*ffiK4BtfFBgfc 
[0 0 2 2 ] 

[nm^tw^ra] 

[0 0 2 3] 

[mi] -?vxmM7i<.m&,m*&^r, d - v i 4i»n»iisft#«: 

^i-|H-t?2b^o * P<0.05,** P<0.01 vs yu-^m- (Dunnettffl^fiJfctMft 

[0 2] T9Xai«II*iM*lftKfi^f> D-'J^-Xh7X^7f>lMg • K^ff 
fflKJ:Siltt«Fiai«l5&K*«r^-ria-C**o * P<0.05,** P<0.01 vs a^D- 
(DunnettS#£Jfctfctft£) 

[03] V -fe ;v \£ > n&fefeM&ffi&M. & v > T , D - V # - * £ J: 4 fl£#i&<£> 
fiffibf^ffl*^-!" HT**o * P<0.05,** P<0.01 vs n>>n-;v|f (Bonferroni 

/DunnMO#-fiib^e^:5e) 
[04] v^;vtf>|§^&{««^lt^i3v^r, D-'J^-xiiT^/^^viM 

g . K©#ffli-J:Sifi:'»a©ISSu^ffl*^BI'^**o * P<0.05,** P<0.01 vs 

3 > h n - (Bonf erroni/DunnM<P#fiJfc!fc&5£) 

[m 5 ] 9 -7 h i^«W**WJfc#tti*fci3v>-T\ D - V £ &7Kr«ra 

^jg* J Sr^i _ HI^**o *P<0.05. **P<0.01 vs a>hn-;V (Bonferroni/DunnM 

B#WM^ifir*£jF"t El **P<0.01 vs =r>hn-;v (Bonferroni/DunnM^- 
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mm 

[HI] 



300 




□ a>hP— ;U 
■ D-UtK— X 30 mg/kg 

□ D-'J/tf— X 100 mg/kg 
D-'JtK— X 300 mg/kg 



300 
250 
200 



Se 150 

m 

* 100 



50 



□ =i>hp— ;u 

■ D-U/K— X 100 mg/kg 

□ TX/^rVI&Mg-K 50 mg/kg 

H D-U7R— 7. 100 mg/kg + TX/^3rVI£Mg- K 50 mg/kg 
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[El 5] 




M D-'JtK— X 300 mg/kg 
□ D-'JtK— X 1000 mg/kg 



[06] 



250 



□ n>hp— ;u 

■ D-'Jt^— X 100 mg/kg 

□ D-'J^— X 300 mg/kg 

■ X 300 mg/kg 



200 



g 150 

■m 

100 



50 
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